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AB The metastasis associated 18A2/mtsl gene was inserted into the 

mammalian expression vector pMAMneo placing it under the control of the 

dexamethasone-inducible MMTV promoter. The construct 

was transfected into dexamethasone receptor negative Fl and receptor 
positive F10 cells of the B16 murine melanoma. The transferred gene was 
switched on in two transfectant clones of F10, by exposure to 10 (-6) M 
dexamethasone, but not in clones of the receptor negative Fl line. One of 



the F10 transfectant clones (F10-192/10) was characterized further. A 
13.5-fold increaag^n 18A2/mtsl transcripts was f^ad in this clone upon 
exposure to dexaiH^iasone . There was also a seven-^MLd increase in lung 
colonization in an experimental metastasis assay, together with increased 
expression of depolymerized tubulin and enhanced detection of p53 
protein. The number of cells in the S phase increased by 2.5-fold 
following dexamethasone treatment of the clone. These data suggest a 
direct involvement of the 18A2/mtsl gene in lung colonization by the 

tumor 

cells. The 18A2/mtsl protein promotes tubulin depolymerization, 
sequesters 

the p53 phosphoprotein, and induces the cells to enter the S 

phase, but the relevance of these in the metastatic process remains to be 

elucidated. 
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AB Human (U251, U87, U343) and rat glioma cell lines (C6, 9L) were examined 
by the reverse transcriptase-polymerase chain reaction and subsequent 
nucleotide sequencing analysis to see whether they express wild type 

(wt)- 

p53 or mutated form (mut)-p53 messages. Results showed 
that U87, U343, and C6 cells expressed wt-p53 messages whereas 
U251 and 9L cells expressed mut-p53 messages. All these cell 
lines were transfected with' wt-p53 cDNA or the s-myc gene linked 
to the mouse mammary tumor virus (MMTV) 

promoter. Of several G4 18-resistant clones obtained from each 
transf ection, a few expressed the s-Myc or wt-p53 proteins. 
Independent of mutations in the intrinsic p53 gene, the cellular 
growth in vitro and tumorigenicity in nude mice of these clones were 
drastically suppressed, the extent of suppression being correlated with 
the expression level of the transfected gene. Flow-cytometric analysis 
demonstrated that both p53 and s-Myc arrested the cell cycle at 
the Gl/S boundary. These data suggest that these genes having negative 
effects on tumor cell proliferation could be used in gene therapy of 
gliomas, which are caused by alteration of the p53 gene or by 
some other genetic change. 



